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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER. FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and wilt expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

Responsive to coiTimunlcation(s) filed on 08 September 2007 , 
2a)S This action is FINAL. 2b)n This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1 935 CD. 1 1 , 453 O.G. 21 3, 

Disposition of Claims 

4) 13 Claim(s) 1-22 is/are pending in the application. 

4a) Of the above claim(s) 8-14 and 20-22 is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) ^ Claim(s) 1-7 and 15-19 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) n The specification is objected to by the Examiner 

10)0 The drawing(s) filed on is/are: a)^ accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .86(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 !)□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)n All b)n Some * 0)0 None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Applicants' Remarks and Declaration filed 8 September 2007 have been acknowledged 
and duly made of record. 

Applicants' argue the propemess drawn to alleged lack of applicable prior art by 
Nachschon-Kedmi reference. Further applicants' argue the relevance of the Safe et al, the 
secondary reference. 

In view of said arguments made by applicants', the Remarks have been considered but 
are not found persuasive. 

The applicants' provide no evidence of a filing date which pre-dates the Nachschon- 
Kedmi reference. Applicant's filing date is officially recorded as 16 September 2003. The 
Nachschon-Kedmi reference is cited as June 2003 publication, which is sufficiently postdated by 
applicant's filing date. 

Secondly, The Safe et al. reference teaches similar subject matter in relation to claimed 
invention as only in the alternative a general DIM administration to inhibit the proliferation of 
androgen-independent cells. The skilled artisan would instantly be inclined to recognize that , 
applicants' alleged discovery of finding that DIM is a potent antiandrogen would be quite 
identical to Safe's disclosure which teaches DIM can inhibit the proliferation of androgen- 
independent cells. 

The declaration filed on 1 May 2007 under 37 CFR 1.131 has been considered but is 
ineffective to overcome the Nachschon-Kedmi reference. 
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The evidence submitted is insufficient to establish diligence from a date prior to the date 
of reduction to practice of the Nachschon-Kedmi reference to either a constructive reduction to 
practice or an actual reduction to practice. The evidence is not commensurate in scope with the 
claims without an explanation supporting such findings is unacceptable. 

Evidence of fact is supported in the instance that one of the named inventors is indicated 
as the leading author of the publication as disclosed in the instant declaration. However, evidence 
of fact is absent in regard to comparative test results, correlative data, synthetic representation of 
possession of the invention, etc. Accordingly, the mere disclosure that the secondary reference 
teaches no more than the inventors prior publications is erroneous in view of prevailing evidence 
that an appropriate filing date is the requirement for possession of an invention. 

Thus, applicants' statement drawn to preparing, reviewing, and revising is unsupported 
and there are no explanations or conclusory statements supported by factual evidence (3*^^ 
paragraph). 

Specifically, applicants' purport in the instant declaration that the said applicants' were in 
possession of the claimed subject matter between the March 27, 2003 to September 16, 2003. 
Substantive evidence supporting applicants' allegations of preparing, reviewing, revising, with 
the exception of filing is absent in the instant declaration, specifications and current claims. The 
embodiments contained within the instant declaration are drawn primarily to the chemical 
compound DIM which appears to differ in the inventive objective of what the scope of the 
instant claims intends. 
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For the reasons given above in response to applicants' Remarks, the 103(a) rejection is 
maintained. 

Rejections and/or objections not reiterated from previous office actions are hereby 
withdrawn. The following rejections and/or objections are either reiterated or newly applied. 
They constitute the complete set presently being applied to the instant invention. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that the subject matter as a whole 
would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 

Claims 1-7 and 15-19 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Vitamin Research Products (VRP Staff, DIM Acts as a Potent Anti- Androgen, J Biol Chem, 
(2003 March 27), printed pages 1 and 2, especially page 1) and Nachshon-Kedmi et al. in view 
of Safe (PGPUB 2002/01 15708 Al). 

Nachshon-Kedmi et al. teach a cell-line study directed toward the apoptotic effects of 
13C and DIM on prostate cancer cells (Abstract, page 747, 1^* column). 

Distinct biochemical and morphological features, including cell shrinkage, characterize 
the apoptotic process. Cell shrinkage is a physiological occurrence, which, to the ordinary. 
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skilled artisan would constitute a form of reduction as antiandrogenic response (page 750, 
column 2, lines 6-10). 

VRP Staff teach Delndole-3-carbinol (I3C), which the body converts into 
Diindolylmethane (DIM), is found in cruciferous vegetables such as broccoli, brussel sprouts and 
cauliflower. DIM and I3C alter the way the body metabolizes estrogen, from the cancer-causing 
pathway to the cancer-inhibiting pathway. Researchers have now unveiled evidence that DIM 
also aflects testosterone. While the prostate needs testosterone to' function normally, it is also 
thought to play a role in the eai'ly stages of prostate cancer and physicians typically treat prostate 
cancer patients with anti-androgen daigs. 

In two papers published in the Journal of Biological Chemistry, researchers report that 
DIM significantly halted proliferation of androgen-dependent human prostate cancer cells. In one 
of the studies, androgen-dependent prostate cancer cells treated with DIM grew 70% less than 
androgen-dependent untreated cells. DIM also inhibited dihydrotestosterone (DHT) stimulation 
of DNA synthesis in the androgen-dependent cancer cells. These effects were not seen in 
androgen-independent prostate cancer cells. 

To detemiine whether men are at risk for prostate cancer, they are usually tested for 
levels of prostate-specific antigen (PSA), a growth factor for prostate cancer. In prostate cancer 
cells, DIM reduced intracellular and secreted PSA protein levels caused by DHT. 
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The researchers determined that DIM's molecular structure is similar to Casodex, a 
synthetic anti-androgen drug, (page 1 of 2). 

Nachshon-Kedmi et al. teach prostate hyperplasia cell lines with variable differences in 
p53 status (page 746). The p53 gene is significantly involved in the regulative aspect of the 
apoptotic process (page 752, column 1, last paragraph) 

Additionally, said reference makes the claimed invention obvious via the explanation of 
Westem blot analysis, i.e., the determining, contacting, and reducing method steps of claimed 
invention (page 747),Further, said reference teaches the actual process by which apoptosis 
occurs. Principally, during apoptosis, PARP is cleaved from its precursor having a mass of 
1 16kDa, to yield an 85-kDa fragment. There is cleavage in PARP in all cell lines, but to varying 
degrees. The skilled artisan would at once recognize the reduction of cellular matter via the 
marked mass decrease from 1 16kDa to 85kDa. 

Safe teaches methods and compositions for the treatment of a wide array of cancers and 
tumors. In illustrative embodiments, diindolylmethanes, C-substituted diindolylmethanes, and 
analogs thereof have been described, which when administered either alone, or in combination 
with other anti-cancer or anti-tumorigenic compounds, provide new therapies for the treatment of 
prostate cancer (Abstract, [0050], last line of instant paragraph). 

Safe teaches a practicing administration (in vitro and in vivo) to human patients in need 
thereof via inhibition of prostate cancer cell growth [0065, 0049]. 

Safe discloses the directed use of DIM and derivatives thereof for the specific contacting, 
detecting, and inhibiting via a gel mobility shift assay for prostate cancer cells (Brief 
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description of Drawings - Table CWU - DRTL (1)) in a comparative study to estrogen- 
dependent pathologies. Safe further discloses the practicing methods of administering said 
antiandrogenic agent in claims 16, 34, 51, and 69, therein. 

Safe teaches derivatives of the practicing DIM core structure that are also taught in the 
instant application. In said referenced publication on page 3, section [0039] under the heading: 
Definitions, said structure is disclosed. Derivatives of the core structure are disclosed in the 
instant application on page 3 of the specification under the heading: Summary of Invention. Safe 
discloses in published claims, the in vitro method (by use of assays which are disclosed empirical 
series of method steps used to detect a reaction) of treating cancer, the method comprising 
obtaining a mammal comprising cancer cells, and administering to the manmial a composition 
comprising an effective dose of a compound of the said formula. Claims 17-19 are made obvious 
over claims 16, 34, 51, and 69 in Safe obvious over using this related core structure in the use of 
treatment against the specific cancer-types, i.e., prostate cancer and pathologies thereof. 

Safe teaches detection on page 5, Example 2, section [0058] in that a process is disclosed 
where inhibition was determined, i.e., where clear proliferation of cancer cell lines were 
significantly inhibited. Further, detection is implied in said reference where sensitive cells were 
noticeably inhibited at the lowest concentration. 

Safe, in accordance, more specifically teaches detection on page 4, section [0047] of said 
referenced publication where resolution of the mixture using chiral chromatography column 
would result in the isolation of purified or pure enantiomers products. Furthermore, Safe teaches 
the use of thin-layer chromatography and liquid chromatography in section [0067] (page 6), both 
well-established detection methods and/or detection facilitators. 
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Thus, it would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to combine together the teachings and methods of Nachshon-Kedmi 
et al and Safe. The VRP Staff reference, however, provides the most encompassing reasoning 
and disclosure in relation to claimed invention to combine the other two references, N-Kedmi et 
al. and Safe. VRP Staff teach the central inventive objective of claimed invention. The skilled 
artisan would have at once recognized the reasonable expectation of success if the teachings and 
methods of Nachshon-Kedmi et al. and Safe were incorporated together with the teachings and 
methods of VRP staff. Safe suggests and supports the motivation to combine via the disclosure 
of particular limitations, which make the instant set of claims obvious. Likewise, the motivation 
to combine all references as mentioned would have been obvious and proper to one of ordinary 
skill due to overlap of core compounds, assaying methods, and goal of regimen. 

It is well known in the art that 13C and DIM (a predominant conversion product of ISC) 
is a potent antiandrogenic based on the VRP reference. Therefore, It would have been prima 
facie obvious to combine that, which is taught in Nachshon-Kedmi et al. with that which is 
taught by Safe to result in the practice of the limitations of claimed invention. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
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CFR 1.1 36(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Timothy E. Betton whose telephone number is (571) 272- 
9922. The examiner can normally be reached on Monday-Friday 8:30a - 5:00p. 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Sreeni Padmanabhan can be reached on (571) 272-0629. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http ://pair-direct . uspto . gov . Should you have questions on access 
to the Private PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 
(toll-free). If you would like assistance from a 



USPTO Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Note: When completed, the Disclosure and Record cf Invention Fonn is an important legal document. Care should be 
taken in its preparation. Please refer to accompanying iiv3inictions. if you need assistance, call the Office of Technology 
Licensing (UC Berkeley Patent Office) at (510) 643-7201, Information contained in this document is maintained in 
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1. Title of Invention: 

Indole-3-carbinol and 3,3'-diindolymethane, and derivatives, fts antivindrogenic and prostate cancer therapeutic 

and protective agents. 

2. A. Brief Summary of Invention (include novel features ar;d advojitages- Use additional sheets if necessary.) 

Indole-3-carbinol (J3C) and its derivative, 3,3*'CjiiTidoJylmethane (DM), arc natural compounds present in 
cruciferous vegerablcs Our continuing scudies of the cancer protective effects of these substances have shown ihai I3C and 
DEvI inhibit the proliferation of androgen sensitive prostate lumor cells by different mechanisms. 13C blocks cell 
proliferation by a process that mvoKes the selective inhibition of expression of cyclin-dependcnt kinase 6 (CDK6) protein 
and transcripts, and siimulaied production of the pI6 CDK inhibitor protein. DIM, however, can affect prostate tumor cell 
growth by at least tv/o mechanisms- We have shown that DD^f can bind to and block the activity of the. androgen receptor 
(AR), and that DIM can activate the estrogen receptor (ER) by a procevi that does not involve binding to :he receptor. There 
is considerable ex'idence in the literature that the combiniition of AR inhibition and ER activation i<i of crucial importance in 
the control of prostate tumorigenesis. Thus. DIM is the first example of a substance that is both a pure AR antagonist and an 
ER agonist. Because of their multiple aniiprolifcraiive mechanisms, the use of I3C and DEM arid more active derivatives, 
hold great promise for the control of prostate cancer. 

B. Detailed Description of Invention (attach additional single-sided sheets) 

Identify any references, patent applications, or other publications of which you are aware and which you believe to be 
pertinent to this invention. Please attach a copy of eacii of these references, if available, 
(see attachment) 

3. A. Funding Source/Sponsor Con tract /G ra n t Nn.js) Principal Investigator ^-P r 
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B. This invention ufilizcd data or materials from (check as many as apply): 
( ) Celera's proprietary database 

( ; Affyn^cirix chips 

( ) A Material Trar.sfer Agreement - "MT.^" - (non-UC maieriai) 

( ) Other proprietary sources: specify 

Events ' ' 2Me 

For subject invention, what was the: 

a. Dv^tt? of firNt conception of idea May 1999 



Comment s/References 



b. 



Date o; first description of complete invention, or.-d o: writter 
conception: identify document. 

pat^^e n»inb<:'r.; :uid Jocation of document Marc h J; 003 



Date of first successful demonstration of 

rC'ductit'?:t <o o:< \' :i\c(i of invention ^ 



-Nfot vvf i used in practice 



d. Date of first publication containing hjJJ 
descnpnon of invention (ver/ inr\portajit - 
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I3C pi:blication in preparation ' 
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5. It any proprietary material (e.g., cel. .\ anribody, plasmid, conipu<cr softivare, . ..hemical compound) obtained 
from outside your laboratory was used to develop this in\'entjon under a restrictive written or ornl lr<insfer agreement 
(other than a normsl purchasing ngreement), please attach a copy or summnry of that agreement. 
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Zip 
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City State Zip 
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U.S.A. 
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